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[***?»] * ( I ) : 

Hfci] 




(i) 



[»*« 1 ] sc ( I ) : 



z 




(i) 



(5t<K ^AISAr 2 £fc»i 
[ft 2] 




3*i/*A*=^u, fry, B&S£#i,-c^-ct>J:v> 

a^SS;ST*fct), nliO~2©S^:T-$)!? > tifflutz 
[R*iR2] Ar 1 ^ B*3Sfc*L-C^rt±<, fit 

r #a i aswauis. 

1^2-fy^K 2-*V*-9-0/K 2 

-^tVi/^y^rf-yy/K 2— <>-/f-T-/])tVt.±\t 

■cv>rt«t^-<v-gvmsfcttBJftS^*Lr^Tt>j; 

l-I3®<0Tsi?A I ^^TtiiS). 

**:f±B«iSS:*rL.-CV''TtJ;i,^{l©^SSj«^SS; 
S-C&S, fS*^l~3«V>-f^lcSEiSwr/-KA 138 
§L7i:ji3!| 0 



= 7 = ; -tyffl,-***/ ; T^/U*#> ; 

#a-#3t-> ; vt^r^^ a* ; (sar^^u 

t.L<lH£®Tv-/UT-Bm$tlT^-Ct>J;V^r5/ ; i& 

iST/P=>*->-CBIft^nrV^TfcJ:V^7a:=yU ; - 

n ; ffiftTA-**** ; ~>T / ; ¥H©^^SSS ; * 

a i amjcmm. 

^ 1 ~6 m^-ftltrtCifc&OTtfA I IS^jtiS^J. 

[fiMiJfS] Z*»*-C*>«, »** 1 ~ 7 O^i* 
KBfW>7#A IH^jtiS^J. 

[B»#* 9 ] n * 1 4 fc ft 2 T?fc 9 , a«*S±-Ctt^O 
lt*« 1 ~8©l,'>-f^lrI2®(Or^A I 

^•Tii^-lcfi^^SN RC Z*5iOt^A<D§8#^ ^ v 

©aa»^«f^©#aE«r*m^tett«n*N r c z & i 

0CY 2 ©5i^MOTc/4fc|iCY 1 *JiOt^A©M#^5 
^V^gBfif&S, «#*9f2*©T#AI»3i3iaS 

[f»#* 12U(II) : 
[ft 3] 



R 1 




fclSfc'n y A-e&rj , R fc|2ffij&7 

9, W I |iCR 3 *fc(4N-CfcO > R\ R 2 , R 3 , R 4 J3 

<fcU ? R s li£*3S£LT7ki!f, fcKn**>, <6ift7A'* 

#-/K T?y, te®7^*/U7$/£fcfi7vyl'T-fc 

[fit** 1 3] S {I I I) : 
[ft4] 

w ^^ 8 O Y* r9 
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■c^-cti^*»o*«86a*«s;*-cf*>o, r 6 , 

R 7 , R 8 , R 9 *5<fcl>*R 10 tt^^^i:LT7K^, /nd^ 

*rur^rtJ:^T^/u-e*)9, r 6 , R 7 *5£tfR 8 co 
^■f*i*»2ott-*|!:4oTa«r»*L-CtJ:<, mfi: 

[0 00 1] 
[0 0 0 2] 

*t-ci*a 0 #lc{£Jfcfi!> (ldl) cDiktpS 
tftfitlD'rSKLDLJliLjaSHt, (CHD : co 

ronary heart diseases) <DW bfr%1a$ttB+ 1 
^^fyl^V^TlkltOLDL=il/7TO-;V (L 
DL-C) B*Tlf5LDL-CfiT«ftH:, 

L, CHDtf (Dj^4 0%fj:LDL-Cf ^Eftfc 
0, Clft&0«*ICttLDL-CttT*tttti&i'Lt>«" 
3»-CttftV\ -*LDL-C«^jE#4«*02mStti« 
JtfiSsR^^^ (HDL) nu^rn^/V (HDL- 
C) B3»ffi^fcV^tah,TV*5 0 COfiHDL-C 

jtffi^ chd Ota* • rmomo^MB^vh z> r t » 

[0 0 0 3] HDLIt aua^OiSWttaU^TO-^ 
J*5>*»b«*SilT*S9, HDLTIST/1? y 



(FC) t » >J?g»£3l£fflLTjS£U pre/3~H 
DLtWWy^y^iiS, p r e HDL 

-^7^h7^7x7-f (L C AT) la^i/ 
^7^/^77^ (CE) fcSfcSftSfcifcfctt-?* 
>fXj55ii*L«^HDL (HDL 3) ^t^Sft-fS. 
J«3»H D L ttitfifc «t o Ti^ ©ffi»H*#tiEl"S , 
wiT/b«)tt-¥'tt*6fc*t9HDL2fc**5 0 

(CETP) <0flMH£glj\ CEteVLD^LDLfcJ? 

ioT^l/^fP^^l^^^p r e j3 — HD LO 

[0 0 0 4] HDLIi=l/^TP^$$iM^V^ 
*'£ftt«WSr*feLrfct), HDL*SftJ||RB!ft<?!>BS»H 

^hd LaSM^ii^$^a^p 0 p^iK)^{l:^Sf&« 

*bft6*ttW)-Ott, HDL<0±S4f/Wt»"C*5 
AL*T#AI««Srlii0$ii:a*&-efe5 o HDL^it 
JWttj&TLtTaKA I ^JDSrS^t-atO-C^/^VN 
a\ t#a i oiganteHD L*te««fcB*ttK:*4r 

aKAI^SWSrS-Ct>W6^-C*>5 0 *J£7tKa I OJFF 

HD L u-</ut iSSM>4BKItf s *><& £ t *SE fejWc Sti/t 
V>£ 0 «o-craKAIJte^383RSr5tJt**5rtT?, 

TaKAlSrJS&ttft$**WHtJlLtlBKft#, ttJIE 

[0 0 0 5] *»Mlc«5fls^fc ta»0*itSr^ri-5 
ft-S*#G B2327675, WO 9 9/0 7 6 6 9, 
WO 9 9/24 4 04, US5670066, DE19 

7 3 4 4 3 8, 4#5B^6 — 4 1118, ^53^3-14 
5 6 8, #M¥4 -2 5 3 9 7 4, ^M^p 11-147 

8 7 4, Journal of Pharmaceutical Sciences vol.68, 
No. 7, 827-832^tC|B*$HTV>a^ > rtlb^V^-ftt 



-3- 



TV^S* -6 8 5 9 2 (Cttm^tf) h y ^y-fe 

7^ KSrfiT^, 3e*MtcHDL-C^/i/Srii#$ 

?K l J'<— ifSttft-CfoS (Chem. Pharm. Bull., 44 
(3), 547 (1996)) . WO 9 8/3 9 2 8 0*5<t 

UWO 9 8/0 2 4 1 2\Z.U®<Oik&m*7*SJ\>CoA 
3l/77P-yvrv/;l/h7>'^7x7-f (ACAT) 

m&m'gi-Zo ii-i7i 8 4 8 izmmmt^ 

^JteTir^vi'Co A%/Utf*ci/y— ifSrPt^U hy^ 
y-fe7-r K©£*J**»(H-fi 0 WO 9 9/0 7 3 8 2 

fclBf^fc^ttfi'^ n 77-^^^y^t-^ 

ftfitfffflSr^r-fSo 1 -1 5 8 1 3 3 fc|B<B0> 

ffc-g* lj:LDL Itft; #MH *5 X Xfi A C A T &*f£ ffl tf + 

^ffl^^-XA^<S*St^"CfeS 0 7*AI©« 
*Pf^fflft*i-5{k^ftdS«HI¥5-2 2 1 9 5 9, 
¥8-2 9 1 09 4t^«, WO9 7/0 9048f^ 

[o o o 6 J 

[0 0 0 7] 

1) * (I) : 
[ft 5] 




(I) 



<5t*K «AttAr 2 *fctt 
lit 6] 




"C*>0* Ar 1 $>£ltAT 2 \*&*m&LXm&g;Z%L 



ffl*IRSS-e*> •) , 2^±<7)Y I :fc£tf 2i^±(DY 2 li•£ 
i^^;h^*oT^ v ■Ct) nliO — 2<Og&T*&9, 

A I *a)tit#J, 

[0 0 0 8] 2) Ar^ LTV^t J: 

3) A^ 1 ^i^^^^^S^Url^TtJ;v^2-b• 

y^vy/K 2-- <^/^r> r y/^y u c^2 — 
9 i) Ea^r^AusajLit 

4) «Bi«£LTV^Ar 2 aME*S*^LTVvtt > 

3?S«tl*SI"C&5, 1) -3) <Di*1*jh,a>fcE*fc£>r 
A I *gtftii*!L 

5) *A36Stt*SSr^rLr^Tt>J:v^7*=yu4fctta 

5, i) -3) ov^-fft*»KiiE«©r*Auia*a 

[0 0 0 9] 6) «A*-t*l-eii|IlftaKSr^rLTV^-Cfc 

^ti< fifift r ^T*g& $ *x-t t J: v vr ^ 

S; *fc»r^*u>'^*s/) 5) laa^r 

^ A I Jiaftttffl, 

7) Y^^^/^fcflY 2 ^**^*^), 1) -6) O 

8) Z 1) -7) <D^-rtiMcmm<DT 
Xa i %mcMM. 

9) niSlifctt2-Cfc!), 8»#±te^#SS:S 
1", 1) -8) <D^-ftiimcm&<DT#A I IfiSIJLit 

10) ntfSlT&tK d^^ll^g^^^^^*^ 
tC{±K»^NR C ZS3 it;aA^Hfil*5 h y y^Sft 

^^^fi^ti^HliSS^NR C Z *5 itfC Y 2 
coM^MOTC/^fc^CY^i^AOga^S h7> 
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*&E-cfcs, 9) iBicor^A i ftwcmm. 

0!/*fcttffe|R?pj-C&5. 1) -10) m*-rtiMc& 

[00 10] 12)S(II) : 
[ft 7] 



R« 




(II) 



9., W'SCR'ttliN-e*)!), R\ R 2 , R 3 , R 4 *3 
<tO!R 5 l4«-^^4:UT*:^. t Kn*->, fflgCDV* 

[00 11] 1 3) 5$ (I I I) : 
lit 8] 

***** R Q g 

ivMSftT^/w-ofco, w 2 iiCR 8 $/ciiN-cfc^ 
r^rt>i^*«©»si«*«5saE-e*!), r 6 , 

R 7 , R 8 , R 9 *5«tt/R IO Wt#/r3tticLr**, />ny 

tt&S£*LT^Tt>£^7^/$fcteg&g£ 
^•Lrv^Ttiv^^u-e&o, r 6 n R 7 &&ifR 8 <D 

14) W 2 ^CH^D, Ras***fcttffi«r/Mr/l' 
■C*>9, «^#£T*&£©#ft«r*1\ 1 3) E«©ft 

* it tt*tt 6 <D*?P^ So 
[0 0 12] Sfcfc, ±Eft^4fc, W^PKJy^ 



[0 0 13] nj»*2 0»fi\ 2o 

WY l*5±t;200Y2r4*ix€tlJI4oTl^TtJ: 

r{gjRT/W*^j ill, 

# 4 t < fl$*R l - 3 otfK it;»ft«W7;v^ 

-fu fcT/i/, n -^fvK -f V^^K sec -^*7K 
t e r t-^/K n— ^fvK ^fV^f^ 

So rg&g^uovrfc ivMEfcTA^j 
tt* l ^±og&S-eg&£ ftt t> J: v MB 
«T^*/u*rft*U, ^r^g^StLTfi/Nnyy, t 
{fiftr/i^*^ ¥«*fcfir»<Dftfls3k* 

So rear/u^s/i % mmr/^/u^j jsav 
[ooi4] rr/p*i/vi?**s/j if*, ^wtctt 

So rfflt^SSr^fbtV^t J^MBST/Pa^i/i <£>g 

© g&g fc mat -e fe s o re® r /u = * > ^ z^jv j 
[0015] rg^ssr^rtTv^rt j:^t^/h og 
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[0016] fmm<D#%&mmt*mm* t m} tit 

**S3-10 % »*L<tt«*»5-8 0aitt*'e*> 

AffttfcttU ^n/af 
/K C^^n^v^K ^n^yf= 

/K o^v^f->yV/ % n^3ri?~yK i/pu^-fj- 

^n/^yi^Jiu^ n^i/vi^s^lf t>ti-5 0 riji 

loot 7] rj)igio»sifg««fltAXj twt, n, s 
±ft*LTV^*«ia^ai«rfi*U *«ftfctttfB 

/k fy^/K fcr^^yK hvr^v/K hyr>* 
~yK fh7/y/K -y y^r-y-v^y/K **-y-3/yyK 
^f-i^r^y/K Yvfr/y/K f-r^y/K 
^r^y/K ^y^ctr^^^^^jf t>tiz> 0 

*?=yK ^"^-y-yy^/K ^f-^y^/K tv<7 
e°-<y^/K t°^^K e^/yv^/K t° 

7 ✓ y ~yK tTn y S*=:/K bf u y ^yK rh7t Ko 
SrS^U »*L<tttry^ 1 t'y fny 

[ooi8j r-«o«ft**«aaij fctt, -o<an 
g££j^1-£ 0 Sfcttfctt-J-^fyK -Y^-yv, *y> 



>m zm&-fz>o rz«©a*«*sj ti*. ±b2 

^y-O'KyyK -O'Ky^-yK ^X/f^/u 
yK -Yv^VyyK WD^/K 7?yi/^/u, 

x^-y-yy^ -o-x-r y^tyy/K -<yxt^if 
^ryy/K -^Wf-ryyyK ^vy^-ryy 
yt\ ^/tr^r/y/K ^<yy7y/K 
7 9 a** s<i/*/3-3LzL;\, y -o/hyr>^yyK -Y 
✓trys^K hyr/Dtry^K -y xtryrrvv 

/K tf7^y^y^yK ^rtyy-/K ^yy;K 
-<y*/yyK ^y^r-y-y^K yy-y^ 7 p ry^ 
yK ^^^-y fy^=yHf 0535 s 

"^y^yK 1,3-y^-y-^v^/K -Y 

^Ky-yK -ry-r^Ky^K ^tKn*;y^ y 

t Kn>ry*/ yyK fh7t KD^yy;K rF7t 

yK -<^y^r^yu % rh7t Kn^ry=¥-y-yyK > 
^o^^r/f y i^=.yK 4,5,6,7-7^ hyt Kn-lH-> f 
XKyyK 4-t^y^Dyx;K Kn-2H--< 
^y[l,4]^-y-^yW^oJ:UJt ft n y ^yu^o^^ 
»l«*8t*S«^*tfe>*t5 0 #*L<tt>r>KyyK 
-<^X>f^^yyyK -<^X^dr-y-i/y/K -O-X^ 
f-^r^yyK ^^V^T/yyK *<>Xf-T 9 JTV9 

yK ^vy^-oc^/p^ -Y^^y^yi/ 

yK hyr^ntry^yK ^/yy^ ^y^/v/^^ 
w*y**y^yM»-c*>s 0 r-*©*#»«*»a: 

[0 0 19] rftlftSSr^rLTV^rfcii^atfcM:- 

ny/y ; t Kn*S/ ; Aoyy, tKn*HL<ttfi 
aryua^sz-estftstir^rt «tV^jftTy^yW ; ^ 

yW^^y^T'g^ $ tLT V > T fe i V ^^£^ 7 y^ a * i/ ; 
✓>ny/v, tKP*^ *y^^-> 1 bL<lHg:^Ty^3 

*s/*/u*=y^t»IBftSjxrv^-ct itHfiftTA'^s 

vM6«TyHr~yM-*^ ; (SSTy^^yu^* ;au^ 
V, fc Kn*->tL<ttfiaryl^*yu-CB*SiiTV^-C 

yr— yu^-^r^y^-yi. ; ffijaTy^yu*fc|iT->yut* 
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is; ; - hn ; i/r/ ; 7x^i/;^fcfj:ZSoa 

So ■ 

[0 0 2 0] rRlftSS:^bT^rtJ:l^«(03?S»| 

t>±v>2-tr y *5±t* r^^E^SSr^Lr 

y;K 2 -^vy^ y y/K 2-^f7/!i 
^£fcf*2 — ^y>r s*vy/uj <7>g&gja±fE rg 

&g£** LT V ^ h «fc v ^* fc tt - «©«fb**«a 
K n * *s ; famr/io 3 * $/-e«jfc $ ^ t t J: v M£ft 

T>V*r/\, ; ttflkTA'=i*"> ; WAT W -A* ; {fe&T/W 

[0021] m&ttG+&mmim*<omfiL&3i 

fcU-tfySS^/K 3-t°y^^-/K 2-fc°7^~ 
/K 1, 3, 5-hy/^y-2-^/K 2 -troy 
/K 1 -£fcte3-t°^/y/K 2-*fctt4-' 

yy/K 2-*fctt4-^-y->^y/K 3-4y**v 



✓ y/k 1, 3, 4-tarfv?7/^-2 — OK 
1, 3-^7/— /u- 2 -'OK 1, 3 -TTV—As- 
4— Y;K 1, 2, 5-^T^T^-/U-3-^/K 

1, 2, 3-f7^7y-^-4-^/K 1, 3, 4- 
f7v?7^-2-^;K 3-^yf7/!)/K 1, 

2, 3-hyry— /u-4 — ok 1 h-t YyV—fv 

-1-f/K 1 H-r h 7 5 

%%m®mmx.m&£V2-' <>x>/^/y/K 3- 

^yx>f y^ryy/K 3-^vx^y^-^yy/K 2 
--<yx^^t/y/K 2 — ^y/fryy/K i-^< 
y/hyr^yyK i-*fcfi3— < r^/y^K 3- 
yyy y^/K 2— f^Ky/K l-ifctts-'f y-f 

VKy/K 2-t7f y^/K 2- % 4-, 6-*fc 
tt7-^y$*=/K 2-, 6*fctt8-:/y=/K 1 

-*fcf*3 ->r y*y y/K 2-*yy/K 2-4fctt 

4-*^^y=i/K 2-^^ty^;^II^f 

[0 0 2 2] TR 6 , R 7 jo <tU^R 8 O^T^20fl- 
rattt, R 6 , R 7 > R 8 tf>wf 

^2o^ v js-^L-c^stry ^^asfcutry 
a^a«^M^ t -UK* o "c#»sjjift{b**«s: 

-TSo A^ttJcw:, »^L^5try^»*fcf±try 
^^vat*iw^y y/K ^y*yy/K ^-^yy^. 
/k y^y^/K ^y^/K try k^^^^^k x 

hyfc Kn*y y/K 7h7t Kn>f y*y y^*fctt 

So 

[0 0 2 3] 
[ft 9] 

if*, Ar 2 iSB*5ijg-g-tfc-^*fc(4=^OS, » 
*U<(iz:swS$rE*-r5 <> SBtli4~7lo^ 

[ftlO] 
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w 3 fic 



<C\ tC) XK\ XXI 



«9> R x \ R 12 *5i:r/R 13 H#^a55:LT7K^;^n^ 
V ; t Kd^> ; ^DyytKHk Ko^rvaMMftd 

; Tisjv ;-T^>u*#i/ ; #/u#=^> ; {SKr^* 
rv^rfeiv^rsy ; t Ky^y ; ; >>ry ; y 

[0 0 2 4] SB^tSAr 2 ^ LTfl, 

/K 1 -s 2-*fctt3->T>KP=/P % l-£fci*2 
—f^-'K 1 2-£fcf*3->f Vy^/K 1 - 
*fcfi2-7 L h7t Kn^^^u^/K 2-, 3-£fc 
tt4-i,2-$?fc Kn*y y^/w % 3-*fc|14-^y^ 
n-^^/K 2-, 3-^/cfl4 -^u-r^K 2- N 3 
-*/clt4-^n^^K 2-, 3-*fctt4-^^ 

n^^/K 2-, 3-£fcft4 ^y^tfy^/K 

2-*fc«:3-^t Kn-OV^rvK 2-*fcfi3 
-^fcKn^/ 7 y;K 2 — 3] i*fr*y y 
>>K 2-2,3-v?tKn^^/[i,4]my-^ 2 - 

3 -3, 4ri> t Ko -2H-< 4]*-**S^ 
/K 8-£fcf*9-6,7-^fc Kn-SH-O^y^n^ 
:/x~/WoJ;tf2-, 3 -^fcll4-^-^y-4H-^n 
^=A^»dS*tfe>jx5 P lB^t5Ar 2 atli 

^<>^>m<om, Wxtftry^^a, ^y^afcii* 

-LIES A o *<0'<y J £>^ztib(Dmz.W-%& 
[0 0 2 5] *3BWfc«Sfb£*fctt, &*<o{\&m(D 





» h y ni^r ^ At?co#«Jt£ojg : i- b y * 

tt*<o*S»«:S£U ft^fe (I) l^HPlctfU ft 
[0 0 2 6] £fc x *&W\mz>ik&m**:<D7* Ky 

ffi(i> 0!l;if3:D esign of Prodrugs, 
Elsevier, Am sterdam 1985 }C|5 

a &g£It7ki&> i SrKJSg - £ J; q mm £ 7 > 
[0027] «*.tf , *SIRfi:«8A:«4b^7 $ y 

r^^&ii, r5y«r^rraft^*i:as*»^n^ 

^H^ 0 **Wlc«5^«l (I) 3&53F#«*1R^^ 
xu^-^tfo ^^c, *89Itcff£fc£»* (I) ^ 

[0028] *«WKi«sft^*tt^rr*A i 
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(«T, Ar l *SArl-at*5tt5) 
ft^fek Ar^ LTt^rt J: <, «rg^ 

tt-S^3¥SB5«*iaa:S ( r r -es&g t tt±B a r 

1-a fcRi) ~efe5 (SIT, Ar^Ar 

[00 2 9] A r (BBT/W*>U*fc»±r 5 / "CS 

•e&S (BIT* Ar^Arl-ct^itS) ft£> 

(KT, Ar^Ar 1 - d ~C&£ £ ft 
Ar 1 3»2-*yj^ 2-*/*D-])/u s 2- 

*fc»2— f S^/y^-CfcS («T, Ar^Arl 
[0 0 3 0] 2) SA^EftS^LT^TtctV^ig 

****** *>ta *si<ott*«isaE*fcttfijRr/u 

^^^^V) (EXT, «A#A-aT*fc5& 

•f5) fc*4fc, «A3js«lfc»«:#Lrv^-Ct>J:v^]|Wt 



A^A-c-Cfe5ti"5) ft£fe, SAiS7x^K 2 
— 2-tL<l43-7y/u, 2-t>L<li3 
-^m-zK 2 -tL< tt3-tTn yyK 2-, 3 - fc 
L< te4-tfy v?^K 2-^VKU/K 2— <i"i/:7y 
/K 2-fc L<I16-' <yj/fx^ 

[0 0 3 1] a A* 

[ft 1 1 ] 




hz>trz>) ft£*. SA^ 

[ftl2] 




•C*9, Ar 2 ^A-btfcS (BIT, SA^A-fC 
ft^ ft Aft* 

[ftl3] 




tAflSA-g-C 



Ifcl 5] 



~<x) to to 6:i xxi 
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-c^xfc^rsy ; fc ; = ho : ->r/ ; y 

[0 0 3 2] 3) R^**-C*>5ft^*, 
4) Zfflm-VhZtt&m. 

[0 0 3 3] 5) 'Y A *5J:VY 2 ^#*JfiS:LT**, ^ 
D ^ fi»7M/^ftM:i/7yej)5 Y 1 

T> Y^tfY^Y-bT-fcS^S) ft^ft, Y 1 
*5±tfY 2 #**T*>a (KT, Y x *5J:t5Y 2 ^Y-c 

6) n#l*fctt2-C*9, ttK^T|»^)#«Efr9 

[0 0 3 4] 7) R#**T?fciK Z*S»*-C*9, n 
# 0 Ar^iUWAOft^bt (Arl, 

A) *aTot>o-C*>Sft^* 
(Arl, A) = (Arl-a, A-a), (Arl -a, A-b), (Arl -a, A-c), 
(Arl-b, A-a), (Arl-b, A-b), (Arl-b, A-c), (Arl-c, A 
-a), (Arl-c, A-b), (Arl-c, A-c), (Arl-d, A-a), (Ar 
1-d, A-b), (Arl-d, A-c), (Arl-e, A-a), (Arl-e, A- 
b), (Arl-e, A-c), (Arl-a, A-e), (Arl-a, A-f), (Arl 
-a, A-g), (Arl-b, A-e), (Arl-b, A-f), (Arl-b, A-g), 

(Arl-c, A-e), (Arl-c, A-f), (Arl-c, A-g), (Arl-d, 
A-e), (Arl-d, A-f), (Arl-d, A-g), (Arl-e, A-d), (A 
rl-e, A-e), (Arl-e, A-f), (Arl-e, A-g), (Arl-e, A- 
h) 

[0 0 3 5] 8) R#**-C*>0, ZfrmmVhV, n 
r\ Y^AtfY^tWcaAOfcfr^fe* (Arl, 

y, a) tfEkToho-ehzit^m 

(Arl, Y, A) = (Arl-a, Y-c, A-a), (Arl-a, Y-c, A-b), 
(Arl-a, Y-c, A-c), (Arl-b, Y-c, A-a), (Arl-b, Y-c, 
A-b), (Arl-b, Y-c, A-c), (Arl-c, Y-c, A-a), (Arl-c, 
Y-c, A-b), (Arl-c, Y-c, A-c), (Arl-d, Y-c, A-a), 



(Arl-d, Y-c, A-b), (Arl-d, Y-c, A-c), (Arl-e, Y-c, 
A-a), (Arl-e, Y-c, A-b), (Arl-e, Y-c, A-c), (Arl-e, 

Y-c. A-d), (Arl-e, Y-c, A-h) (Arl-a, Y-b, A-a), (A 
rl-a, Y-b, A-b), (Arl-a, Y-b, A-c) (Arl-b, Y-b, A- 
a), (Arl-b, Y-b, A-b), (Arl-b, Y-b, A-c), (Arl-c, Y 
-b, A-a), (Arl-c, Y-b, A-b), (Arl-c, Y-b, A-c), (Ar 
1-d, Y-b, A-a), (Arl-d, Y-b, A-b), (Arl-d, Y-b, A- 
c), (Arl-e, Y-b, A-a), (Arl-e, Y-b, A-b), (Arl-e, Y 
-b, A-c), (Arl-a, Y-c, A-e), (Arl-a, Y-c, A-f), (Ar 
1-a, Y-c, A-g), (Arl-b, Y-c, A-e), (Arl-b, Y-c, A- 

f) , (Arl-b, Y-c, A-g), (Arl-c, Y-c, A-e), (Arl-c, Y 
-c, A-f), (Arl-c, Y-c, A-g), (Arl-d, Y-c, A-e), (Ar 
1-d, Y-c, A-f), (Arl-d, Y-c, A-g), (Arl-e, Y-c, A- 

e) , (Arl-e, Y-c, A-f), (Arl-e, Y-c, A-g), (Arl-a, Y 
-b, A-e), (Arl-a, Y-b, A-f), (Arl-a, Y-b, A-g), (Ar 
1-b, Y-b, A-e), (Arl-b, Y-b, A-f), (Arl-b, Y-b, A- 

g) , (Arl-c, Y-b, A-e), (Arl-c, Y-b, A-f), (Arl-c, Y 
-b, A-g), (Arl-d, Y-b, A-e), (Arl-d, Y-b, A-f), (Ar 
1-d, Y-b, A-g), (Arl-e, Y-b, A-e), (Arl-e, Y-b, A- 

f) , (Arl-e, Y-b, A-g), 

[0 0 3 6] »fc#*UMb-&*©«tL-CTBSr*>»f 

Ia-1, Ia-3, Ia-4, Ia-5, Ia-6, Ia-7, Ia-9, Ia-10, I 
a-16, Ia-17, Ia-18, Ia-23, Ia-27, Ia-29, Ia-30, la 
-37, Ia-38, Ia-39, Ia-42, Ia-44, Ia-45, Ia-46, Ia- 
48, Ia-53, Ia-54, Ia-55, Ia-59, Ia-60, Ia-61, Ia-6 
2, Ia-63, Ia-64,Ia-69, Ia-72, Ia-95, Ia-97, Ia-10 
4, Ia-105, Ia-1 12, Ia-1 13, Ia-1 18, Ia-1 19, Ia-144, 
Ia-145, Ia-146, Ia-150, Ia-152, Ia-153, Ia-156, I 
a-161, Ia-162, Ia-177, Ia-204, Ib-01, Ib-3, Ib-4, 
Ib-6, Ib-7, Ib-8, Ib-9, Ib-11, Ib-12, Ib-13, Ib-1 

4, Ib-144, Ib-17, Ib-18, Ib-19, Ib-20, Ib-24, Ib-2 

5, Ib-26, Ib-28, Ib-35, Ib-73, Ib-97, Ib-102, Ib-1 
05, Ib-131, Ib-137, Id-l*5j;tf Id-11. 

[0 0 3 7] *JM£ffSfl:«* (I) tt, MZtt&CD 

«*jSMfc¥Vl£rt»4 (1 9 7 7) 6, 7 9j*fctt 
r»4JK*Wk*»* (1 9 9 2) 2 2, 13 8j^£ 

[Aft] (A-l+A-2->I) 

Uki 6] 



Ar 1 -NHR + HaiV^ ^\^\ ( 



(A-1) 



Y 2 
(A-2) 



(I) 



'0 



-10- 



tHHSI) 

*XStl> TSVSg (A-l) tBAnyyftft (A- 
2) 9, ttScfcttoTffc^fc (I) 

v. eys?v, sm<D (A-i) *fctt^f;urs/' 



[0 0 3 8] [Bffi] (B-1+B-2-I) 
[ft 1 7 ] 



O Y 



(B-1) (B-2) 

^i/A'tf/l'stfi^f 5 KSfcttSSgg 1 -at^Tl*- 3 - 
(3-^f*7'5;7 , D^) K£<DSft 

M8&M<0#&T, TS>H (B-1) itfA'/tfy® 
(B-2) *:II»**RJ£3tt6£ifcJ:»Mt&* 

0 Y 1 

Ar 1- NH 2 + HO^frQ- 
(C-l) (C-2) 

*R&h1tiB&b®mcTZ>m (C-l) itf/wsj?^ 
(C-2) ©ffi-g-SJ^-Cfct), Eur. J. Med. Chem. , (1 
994) 29, 84UB«fl!)3Erj£fcJ:o-C3ei(Sffl*5. BPt>, 43»J 
;tfi h y 7x=./Vto7-fyfcJ;y7'nt HJ^nn^ 
f^Zm^XU/vX^m. (C-2) Srtettfc^ 7 5 
>ia££i*-*Uift£-!fe (I* ) as#&ft5. Jgfttt. 
Sftp'^^VSfclix h7t vnyj^mzm^ttit 

[0 0 4 0] ±l3£0*-fe-C#ib^fcR/65H-eab5{b-&#l 

( I ) b^nyyitT/\s*/u%x.%{ki- y y 
T> i?^fW;H7 5 Kf, mm.~8 0°CX'Rfc£-& 
Z> Zklz <fct>, Rt>m®iT/i'*^X-hZit&y!) (I) £ 

»5it#-c#5. zasatlt-c&sfl:** (i) 14, z 
a*a*T»*$fl:£* (i) fctfy^ifctth/uat^ 

[004 1] **KOT>KA I 3&m/ut«ltt, HDL© 
ffl^£f&ttft£*-5„ «ot« jfc«f«f»0HDL:&MBT'*- 

arifcfiSHi-ajhrfngjfmjf, ttjffitKfc&gA$3.£tjt 

*iifcfl£ ? at * « fil AS^Aot K*j i fc liffe 
jRfctfJB-C&S. aj^Brtl/i^Bt tT*«:W{utt, <s 

ft, AiLtt<bg&. fflSiitK*, jfifittHD 

L^SJE (Tangier*?!, *ttft«) $#*£ff feft 
5. 



H Y* 

(I' ) rtm-bttS. EJfcWu SJ^fvMvi'ATS K, 

a~»K©Jl*aWCffA.«J:v\ 
[0 0 3 9] [CiSfe] (C-1+C-2-I) 
[ftl 8] 



a 1 ) 

[0042] #»Mte«5fls^»«rT *A I SSaTtifiSiJ 

ffl. mail, tun, uzf^tvm, %m. mm. *svy? 

M> '< v #a-#J* it iiST^oiig-ffl i > b tizmwz. 
HKLTS^-i-ixif iv\, #Bqft#Ti, 

[0 0 4 3] *38Wt«5ft-^<fe©^4fc-t©JWi!fc 
ILWffl, *#JW, Sffi3J, $«#J. ttft*K 

«**^>5'At>U<Httt*-fe/Un-^t|t, jg^jiu 
tKn*v'7'n^/Ut/Un-7, -fef7^i"l> L< tttfy 
-fe/m-;*., */P7jf^->p( g=-/Hr/PP h !) t^i,, 

77U '> !7 A t> L < fi-r ^ n =*•- MttoSigtf 



-11- 



[0044] *^MSft^07#A I S^/tii»J 

*\ fi)cA{cSnS4-1-5^ iI#i-ioomg/k 

g/0T*fct)> #£L<f*5-3 Omg/k g/B<7>© 
<^&5ri\ il?£0. l-lOmg/kg/0T'fc^ 



&^L<l-5mg/kg/0(D8fflrtT^^ :M 

l 0 l (Hl-g:l5]{c5>itTS41-ix^^ 0 ^T\^mm\ 

[0 0 4 5] 

[UlSWl] Ute^Jl (4~hy^)-< 
>XT* K (I b-1 7) 
[ftl 9] 



Me 



! 0 NH , 



CIOC. 



'0 



[A&] : p- h/W v^U.07 g, 10. 0 mmol)<0^ n 
n*/l/A(20 ml) Affile, ykftT? ]) V V(2. 37 g, 30.0 

mmoO&^T'p-^nn^vyv^n y K(2.63g, 1 
5.0 mmol) £r*P;^ MCT5Waj$l^ 0 aSttfc 

J: 9 L I b - 1 7 (2. 0 g, 81. 6%) £#fc 0 

[0 0 4 6] 2 
y v^-2-^T* K (I b-1 2 2) 

[ft2 0] 



a. 



JO 



N~NH 2 

[Cj£] : 2-T5/t"y y>(376 mg, 3. 99 'inmoi)7 
hi) 7 = =/W*^7^>-(786 mg, 3. 00 mmol) t /o^ 
hi) ?uu* ^^(990 mg, 4.99 mmol) H5t Kn 
7 7^(10 ml) igfglc, 2-^7a:^*^^(256 
mg, 2. 00 mmol) ^ADx. 6 Lfc&, 

U -^f-^ (1:3) -C^fflL-fc^Sr 



M6 0 



iTOl 



CI 

9 5 J — 9 L I b- 1 2 2 (342 mg, 8 

3. 8%) £#fc 0 

[0 0 4 7] N - ^ ?vU- N-7x ~)V^s 

XT ^ K (Ib-27) 

[fb2i] 



Me 



I b - 1 (180 mg, 0.91 mmol)<Di^5Sa^/W,:r ^ K 
(3 ml)ig}££ N Tk^T, Tk^b^ h y *.A(60%, 40 mg, 
1.00 mmoD-^TLfCo 111^X3 0»F»t, 3 
^{b^^(213mg, 1.50 mmol) 5^S/£L 

#u gm^f-^-^y-^ d:i) T^wi-^Mfe 

Ib-27 (I80mg, 85. 3%) £#£ 0 
[0 0 4 8] H#S0fj4 3-7x^-N-dfy^f J) 
^-2— T/k-T^ y^T^ K (I a — 9 ) 
Hb2 2] 



N NH 2 



[A}£] CTk^jg^T, 2-T^/*/*1?-y ^(435 m 
g, 3.00 mmol)cOxh7t Kn ^7^(12 ml)$g#Ef"X 

h y :nfv^T ^ >(728 mg, 7. 20 mmol) tmt^>^ 
>fMl.20 g, 7.20 mmol) fc&P* 5 B*IH£f&«, 



N NH 2 



HOOC 



N 



[Bfe] : 2-T^y t°y^V(0.986 g, 10.48 mmol) 
<t0- (3-tfy v?>f^) T^y/^(0.746 g, 5.00 m 
mol)Ofh7t KD77XIO mD^^lC, &®1- 




fc 0 gjt^^^^DvF^y?^!^^^ 

^vV—^**^ (1:2) T^W^ X gt®^^-^* 
f-> <t 9 SSfe LI a - 9 (128 mg, 15. 5%) fc c 
[0 0 4 9] 3£ffi0ij5 3-t°y 

t o y^>-2-^;i--r^y^r^ k (ia-112) 

Ift2 3] 

— N 

^ K(1.006 g,5.25 mmol) ZM*. 2 lB^$#Ug^ 
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?y7-{—\ZULSf®x.'?;U-?u<n7)s/VJ* (1:1) 
T-ffiKSL gftg:*9vW£ 9 fS^I, LIa-112 (440 m 



'N NH 2 

[C)£] : 2 -T 5 yfU 5^^(376 mg, 4.00 mnol), 
7 3:^*77 y (786 mg, 3.00 mmol) i7*n-*- 

h!)?nn^ 9 V (990 nig, 4. 99 mmoDfOr h 7 t Ko 
7 7^(10 ml)@f$4"(r, 2-75 y/W8?(276 m 

g. 2.00 mmol)^Dx6^M®atL^«ri)SiEe* 



g, 39. 0%) 

[ 0 0 5 0 ] -feSS^ 6 3-7 7y-2--f;l'-N-f 

y -^^-2-^^-7^ y^r$ k (i a-i 04) 

[fc2 4] 



— (1 : 2) -e»iai-att*«r9 5% 

7 -yw J: 9 LI a — 1 0 4 (243 rag, 56. 8%) 

[0 0 5 1 ] 
[Si] 



-13- 
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H 




la 



No. 


Ar 1 


A 


Ia-37 






Ia-38 


fX 




la-39 


fi 




Ia-40 


®- 




Ia-41 






Ia-42 






Ia-43 


(X 


T 

CI 




if* 




la tJ 


rT\ 


u 


Ia-46 


n 




la-47 






Ia-48 




N F 


Ia-49 




OMe 


Ia-50 


*\ 


F 


Ia-51 






Ia-52 







No. 



Ia-53 

la-54 
Ia-55 

Ia-56 
Ia-57 
Ia-58 

Ia-59 

Ia-60 
Ia-61 
Ia-62 
ra-63 

Ia-64 
Ia-65 
Ia-66 
Ia-67 
Ia-68 



Ar' 



(X 

<x 

(X 

Me 

<X 

a 

Ms0 KX 

Meo ia 



OEt 



OEt 
OE 

OMe 
^^OMe 

v^^OMe 

^OMe 
OMe 



OMe 
OMe 

OMe 



OMe 
OMe 
OMe 



Me 

oiv 
on 

OMe 

OMe 
OMe 

OMe 

MeO 
OMe 
r OMe 



OMe 

OMe 
OMe 

OMe 
OMe 

OAc 
OH 

OMe 



[0 0 5 3] 



183] 
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No. 


Ar 1 


Ia-104 




Ia-105 




Fa-106 


(X 


la- 107 




Ia-108 




[a-109 


w. 


Ia-110 




Ia-111 


(X 

N~* 


Ia-112 


Hi 


Ia-113 




Ia-114 




Ia-115 




Ia-116 




Ia-117 




Ia-118 




Ia-ll9 




la- 120 




Ia-121 




Ia-122 


ISP* 


Ia-123 


<x 


Ia-124 


*X 



No. 



H 



rOie 

N 



Me 



Ia-125 "(g*N 

Ia-126 
Ia-127 

Ia-128 

Ia-729 0^ 

<X 
fl 

(X 

1ST** 

0^ 

nL 

rx 



la-130 
Ia-131 

Ia-132 
fe-133 
Ia-134 

Ia-135 
Ia-136 
Ia-137 

Ia-138 
Ia-139 
Ia-140 
Ia-141 
Ia-142 
Ia-143 



H 

xjo 

XQ 

H 

XH5 
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1*5] 
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Ar 1 



No. 
Ia-144 
Ia-145 

Ia-146 

Ia-147 
Ia-148 



Ar 1 



OMe 
.OMe 



Ia-149 
Ia-150 



OMe 
-OMe 



OMe 
OMe 



No. 



a x 

^ OMe 
^ ^OMe Ia "i63 



Ar 1 



Ia-164 
Ia - 165 

OMe 

OMe Ia-166 



Ia-167 
Ia-16S 
'OMe Ia-169 



[0 0 5 6] 



OM 

0- x' 

CQl. X, 

■U56 ^ X 



ICG 

.a->62 "-Q^ ^ 

" OAc 
Me 

eX x$ 

N OM© 



Ia-171 
Ia-172 



>-Me 



CI 
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Ar 'N^3) b 



No. 


Ar 1 


A 


No. 


Ar 1 A 


Ia-176 






Ia-193 


Ok X® 


Ia-177 


<X 




Ia-194 




Ia-178 




X# 


la-195 




Ia-179 


ri 


XP 


Ia-196 




Ia-180 


fx 

N 




Ia-197 


x^x? 


Ia-181 


Qk 


jpD 


Ia-198 


cfexi 


Ia-182 


Ok 

111 




Ia-199 


©£Xi 


Ia-183 






Ia-200 


©xX 3 


la-184 


ox 


V 


Ia-201 




Ia-185 


CQk 

IN 




Ia-202 


N 0 


Ia-186 






Ia-203 


^ X? 


Ia-187 


INT** 




Ia-204 


5k X? 


Ia-188 


<x 


JSC 


Ia-205 




Ia-189 


ifX 


Me 


Ia-206 




Ia-190 


*X 




Ia-207 


o^xo 


Ia-191 




xo 


la-208 


ok xa 


Ia-192 


tfX 




Ia-209 


^ N *v. h 
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[*7] 
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0 




No. 


At 1 Rf*n A 


No. Ar 1 RC*n A 


lb-1 


a 




lb-17 MeQ^ 




Ib-2 


a 


OEt 


Fb-18 Me ^\ 


^OMe 


Ib-3 


a 




Ib-19 Me ~(f^ 




Ib-4 




Me 


Ib-20 Me "|Q^ 




Ib-5 


Me ia 


OMe 


Ib-21 ^C^S 




Ib-6 


Me tX 


CI 


Ib-22 i-PrY 5 *! 




Ib-7 


Me tX 




Ib-23 i-Pr-rr^ 




Ib-8 


Me tX 


v^OMe 


Ib-24 MeO^^ 


Ib-9 


Me tX 








Ib-10 




u 


Ib-26 Cl^ 
U. 




TK 1 1 






Ib-27 ft 


Me ^0 


tk 1 n 




^CHO 


Ib-28 c, "]j^ 




Ib-13 


Me tX 


^■C0 2 Me 


Ib-29 Me *{f^ 




Ib-14 




^C0 2 H 


Ib-30 Me0 >jQ^ 




Ib-15 


Me tX 




a 


Ib-16 


Me tX 




Ib-32 ^rv 





*1 #CP.*ft*»£ti:R = H 
[0 0 5 8J r ^ 8 j 
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o 



No. Ar' R(*3) A No. Ar 1 R(*l) A 

ib-166 CQk X> 0Me ib-mO^fiL JST 000 * 

Ib-J67 k^ N < 11 V n>.182 0Ct Y5. 

Ib-171 M. N < Me 



NMe 2 



Ib-172 ^>*n 

rfr\ Yd n>-i87 (JM Yl 

lb-173 V ^OMe 

Tb-174 \D Ib-188 ^J, 

lb -^ 9l X* ^89^ X3. 

^-i 76 OX "Ocn 

i»i77 OflL -00 ib-191 Oc;iL \n 



*1 ftfca3«JS£«£fci:R = H 

[00 6 3] lmi3] 
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[£l 5] 
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—9— (Wal lac*±£iMicroBeta™ TRILUX, 1 g>/ $> x 





MED 




0.13 


Ia-3 


0.49 


Ia-4 


0.54 


Ia-6 


0.tf4 


la-16 


0.21 


Ia-17 


0.6 


Ia-30 


0.14 


Ia-39 


0.1 


Ia-42 
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Ta-45 


0.54 
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0.17 


la-61 


0.31 
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0.13 
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Ia-144 
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0.22 
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3mg 
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(51) Int. CI. 7 

A 6 1 K 31/404 
31/4184 
31/421 
31/422 
31/423 
31/4245 
31/428 
31/433 



■ME* 



F I 




A 6 1 K 31/404 


4C0 5 6 


31/4184 


4C0 6 2 


31/421 


4C0 6 3 


31/422 


4C0 6 5 


31/423 


4C0 8 6 


31/4245 


4 C 2 0 6 


31/428 




31/433 
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31/436 
31/437 
31/44 
31/443 
31/4433 
31/4436 
31/444 
31/4545 
31/47 
31/4709 
31/4725 
31/496 
31/498 
31/506 
31/538 
C 0 7 D 213/81 
215/38 
215/48 
235/30 
241/44 
263/58 
285/06 
311/58 
401/12 
405/12 
409/12 
413/04 
413/12 
417/04 
417/12 
471/04 



491/052 
// C 0 7 D 277/82 
307/85 



10 4 
10 8 
114 



31/436 
31/437 
31/44 
31/443 
31/4433 
31/4436 
31/444 
31/4545 
31/47 
31/4709 
31/4725 
31/496 
31/498 
31/506 
31/538 
C 0 7 D 213/81 
215/38 
215/48 
235/30 
241/44 
263/58 
285/06 
311/58 
401/12 
405/12 
409/12 
413/04 
413/12 
417/04 
417/12 
471/04 



491/052 

277/82 

307/85 



10 4 2 
1 0 8 A 
1 1 4 A 



±mjft±m^mM,K%w s t b i2# 4 » 

*IEifif*IErfi« AKKW 5Til2#4-^- 



i 



F*-A(#i%) 4C031 JA07 NA10 

4C033 AE03 AE14 AE17 AE20 
4C036 AD04 AD 12 AD27 AD30 
4C037 QA13 

4C055 AAOl BAOl BA02 BA03 BA05 
BA06 BA34 BA39 BA52 BA53 
BA58 BBOl BB02 BB04 BB07 
BB08 BBIO BB11 CAOl CA02 
CA05 CA06 CA33 CA34 CA42 
CBOl CB02 CB04 CB10 DAOl 
DA05 DA06 DA42 DBOl DB02 
EAOl 

4C056 AAOl ABOl AC02 AD02 AE03 

CA25 CCOl CDOl 
4C062 FF71 

4C063 AAOl BB09 CC12 CC14 CC15 
CC22 CC25 CC26 CC29 CC34 
CC42 CC51 CC52 CC54 CC58 
CC62 CC67 CC75 CC76 CC79 
CC81 CC82 CC92 CC94 CC95 
DD04 DD06 DD12 DD26 DD29 
DD67 EEOl 

4C065 AA03 AA04 BB04 BB06 BB09 
CCOl DD02 EE02 HHOl HH02 
HH08 JJOl KKOl LL06 PP07 
PP12 

4C086 AAOl AA02 AA03 BC17 BC28 
BC30 BC36 BC38 BC39 BC42 
BC52 BC67 BC69 BC70 BC71 
BC82 BC84 BC85 CB05 CB09 
CB22 GA02 GA04 GA07 GA08 
GA09 GAIO MAOl MA04 NA14 
ZA33 ZA36 ZA40 ZA45 ZC33 

4C206 AAOl AA02 AA03 GA07 GA08 
GA09 GA31 MAOl MA04 NA14 
ZA33 ZA36 ZA40 ZA45 ZC33 
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